Why Patients Enroll In Clinical Trials: Physicians Play A Key Role
Physicians play a critical role in their patients' decisions to participate in clinical trials of high-dose chemotherapy with bone marrow or stem cell transplant for advanced breast cancer, according to an exploratory study by the National Cancer Institute. The importance of a physician's recommendation was stressed repeatedly during small group discussions and interviews with 29 breast cancer patients, almost all of whom had participated in one of the NCI's transplant trials.
"It was one of the most prominent themes to emerge from the interviews," said Ellen Eisner, coordinator of the qualitative research study for NCI's Office of Cancer Communications. The finding contrasts with the results of an * earlier study using focus groups and interviews w ' tn community oncologists, who said they felt that patients often lostconfidence in them when they suggested a clinical trial (see News, Oct. 18, 1995) . The oncologists said their patients wanted definitive advice on a single, proven treatment.
"The problem is that when you introduce the concept of a randomized trial to a patient or a family ... their impression is that you don't know what to do Dr. Jeffrey Abraras News News' and therefore they want to find somebody that does know what to do," said one physician.
While it is not clear why patients and physicians have different perspectives on the confidence issue, the current findings do emphasize the oncologist's influence, noted NCI's Jeffrey Abrams, M.D., who helped oversee both studies. "It is clear that physicians need to be more aware of the critical role they play in patients' decision making," he said.
• Both physician focus groups and patient interviews are part of NCI's effort to increase accrual to three high-priority transplant trials. Low accrual rates in two of the trials have delayed results by several years. Although the results of qualitative research cannot be generalized, Eisner said, they do give insights into incentives and barriers to participation in trials that are difficult to get through quantitative research.
Major Barriers
Two major barriers from the patients' perspective are problems with medical insurance coverage and the necessity to be away from home for an extended period. Physicians, too, said these were major obstacles to patients.
Physicians and patients also agreed on the sense of urgency that accompanies a diagnosis of advanced breast cancer. Patients want to start treatment as soon as possible, physicians said -one factor that may send them to treatments outside a trial. But even patients who did participate in trials reported feeling that they had to make a decision quickly. "I felt if I wanted to live, I wasn't going to putz around," said one participant.
There was litde agreement, however, on the issue of randomization, long thought to be a barrier to participation in the transplant trials. Physicians said that the availability of transplants outside randomized trials is a major barrier, because many patients have made up their minds that a transplant is their best hope. This view is bolstered by a new report from the U.S. General Accounting Office that documents the growing use and insurance coverage of transplants (see sidebar, next page). 
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Physicians in some cases may also believe that a transplant is their patient's best hope. Some patients said their physicians introduced the option of transplantation first as a promising treatment and only later within the context of a randomized clinical trial.
But randomization evoked little concern among women in this study who had elected to participate in a trial. Very few of those interviewed admitted they would have left the trial if they had not been randomized to the transplant arm. Many participants had "assumed a spiritual attitude in terms of randomization, believing that God or fate would determine what was best for them," according to the report on patient interviews.
Physicians, however, said that some patients "feel they are being manipulated if there is a possibility they will not be randomized to the experimental treatment arm." Physicians also said that "it is hard to convince a patient to
New GAO Report Says Insurance Coverage Growing for Bone Marrow Transplants
Many insurers are now covering high-dose chemotherapy with bone marrow or stem cell transplant for breast cancer, according to a new report from the U.S. General Accounting Office, even though the results of phase III trials of the procedure are not yet available. Twelve major insurers contacted by the GAO said that they based their decision to cover this treatment on preliminary clinical research but also on non-medical factors such as fear of litigation and adverse public relations.
Use of bone marrow transplants for breast cancer grew from about 500 cases in 1989 to 4,000 in 1994, according to figures obtained by the GAO from the Autologous Blood and Marrow Transplant Registry-North America. The growing use of the treatment has significant implications for health care costs, said the GAO. The procedure typically costs from $80,000 to more than $150,000, compared with approximately $15,000 to $40,000 for conventional therapy.
Lawsuits over insurance coverage for the procedure have received significant media attention in recent years. At least seven states have mandated that insurance companies, under certain conditions, provide coverage for transplants and seven more states have similar legislation pending. Moreover, the National Association of Insurance Commissioners is considering a model act for states that would set minimum standards of coverage for health insurers.
In the meantime, the GAO report has raised questions about the growing popularity of the procedure, noting that "the public is not well-served by the proliferation of an unproven treatment that is costly and possibly harmful."
Scientists at the National Cancer Institute (NCI) said the report underscores the urgent need to complete studies of the controversial treatment "The preliminary evidence on bone marrow transplants is based on small, mostly nonrandomized trials, which do not define the role of transplants in the treatment of breast cancer," said Jeffrey Abrams, M.D., senior investigator at the NCI. "The GAO report clearly supports the need for large, carefully controlled, randomized trials." -Kara Davis go on these trials when the study arms are so different (i.e., standard versus aggressive treatment)."
Abrams said that the two arms will not be so different in a new trial that NCI will launch this summer. In response to suggestions similar to those expressed in the focus groups and interviews, patients on both arms of the new trial will receive high-dose chemotherapy. However, one group will receive three drugs given sequentially with growth factor support while the other will receive high-dose chemotherapy with a transplant Women in whom cancer has spread to four to nine axillary lymph nodes will be eligible for this trial, in contrast to the three current trials, which accept only patients with 10 or more positive nodes.
Is the informed consent procedure a barrier to participation? Yes, according to physicians, who said their patients were often frightened away from trials after reading about the risks involved. Patients admitted that the consent form was overwhelming and frightening. But many of those who decided to participate said they had been informed about the trial specifics by their physicians before seeing the form and had already made up their minds to participate.
"We think this suggests that providing patients with an adequate explanation of the trial prior to their seeing the consent form may make a difference," said Abrams. "It underscores the time and effort required of a physician who participates in clinical research." Overall, the interviews confirmed "the high value and trust that patients place in their physicians' recommendations," the report concludes. "We'll be looking for appropriate ways and times to communicate these results to oncologists," Eisner said.
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